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AMENDMENTS TO THE CLAIMS 
^^^^^^^^^^^^^^ 



application 
Listing of rt^c 



KOriginal). A melftod of Seating acne and/or hirsutism comprising the sten of 




i 



wherein: 

OH n^TT " Sel ° Cled *° m *"" ,p C0 " Sistin8 of »• ** -Icy!, 
s ° (SUbS,i,Uted ^ °<*-Mk -* — «— -* Wo^Ho ^ 

I*)*****. Upropwl, subbed ..prop^y,, 3 . propynyl , 
propynyl; 

mis an integer from 1 to 4; 
n is an integer from 1 to 5; 
p is an integer from 1 to 4; 

« «' a* R 2 an . aoubte bond ,0 C(CH 3 )2, CCcyctoaBcy,), 0, or Cfcyx.oeftcr); 
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R3is ^<^m*egroupcons^^ 
substituted C, to C* alkvl r »~ ^ i, , 6 yI ' 

m q 1 ctr *? *• co,,sis,i,I8 ° f h> c ' ,o c > ** c, . q 

aucyz, C, to C 3 alkoxy, substituted C t to Ci alkoxv r, t« r- , • „ . 

C to C 3 aminoalkyl; * 1 ^ substituted 

R 4 is selected from the group consisting of H, halogen, CN NH C t r 
substituted C, to C« aJfcvI r „ 2 ' 1 ° C(5 a,k > r| = 

d C, to C 6 alkyl, c, to C 6 alkoxy, substituted C, to C 6 alkoxy, C, to C 6 

^noalkyl, and substituted Cl to C S axninoalkyl; 

R 5 is selected from the group consisting of a), b) and c): 

a) a substituted benzene ring having the structure: 




X is selected from the group consisting of halogen, OH, CN, C, toC 3 

i T C ' t0 * ** C ' t0 Q *■* — d C < - C > alkoxy, C, to C 3 
« subshtuted C, to C 3 thioaUcyl, S(0)aUcyl, S^alkyl, C t to C 3 JLL 
substituted C, to C 3 aminoalkvl NO-, r> /-« „ 3 anunoalk y I » 

„ 3 amill0aUc y J ' N °2» C, to C 3 perfluoroalkyl, substituted C, to C 3 

pcrfluo-Ucy,, 5 or 6 metered heterocyclic ring having I to 3 heteroaton, CONH 2 
CSNH 2> CNHNHOH, CNH2NOH, CNHNOH, COR*, CSR*, OCOR*. ^ £££ 

C to C ,k 1 * T SCleCted ^ ^ COnSiSti ° S ° f H ' C ' to C > ^ ^tituted' 

C^o? ^ titUtCd "* Q t0 * *»* * to C 3 alkoxy, C, ,o 

C 3 aminoalkyl, and substituted C, to C 3 atninoalkyl; 

R C is H, Ci to C 3 alkyl, or substituted, C, to C 3 alkyl; 

Y and Z are independently 5elec ted from the group consisting of H 
halogen, CN, NO, Cl to C 3 aKoxy, substituted C, to C 3 alkoxy, C, to C 4 alky 
— C, toC 4 alkyl, Cl toV^^.^'^ZZi 

selected L £l " " ** 2 ' 3 

selected from the group counting of O, S, SO, S0 2 and NR° and having one or two 
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—ft* «W C, to Cj aminoalkyl, COR". CSR°, ^dNR^ 

-v. c ,o c ir 11 r* Ci ,o Ci ** subs,i, "' ed C "° Q ** «*'— «— 

ary^ s to C 3 alkoxy, substituted Ci to & alkow n ^ ^ ■ „ 

to C 3 rcoinoalW * C "° 03 ammo ^ ' « "*•**■" C, 

R E is H, Ci to Cj alkyl, or sabstilated C, to Cj alky]; 
R«i.H, C, to C, alky!, sobstitut<!(1 c, to C] ^ otCi to 

mo.«y „ op to^y snbslilutcd by fam , (0 3 ^ 

_ g of talogm , ^ subaiMed ^ ^ N02 _ ^ su)Ktituted *°P ^ 

Q ! is S,NR 7 ,orCR 8 R 9 ; 

c afc*!*?" *" ^ C ' 10 Cs c, to 

Heterocyclic nng, substituted heterocyclic ring, acvl ^tit,,^ , 
arcyl,SO 3 CF 3 ,0R<\andNR"R« ; " ' ^ 

a)Jcv] ^ inde ^ de * subsets selected ^ ^ consisting of H 

a*yl, subst,t„ted alley,, acyl> ^ Myl , ^ * * 

cycloalkyl, sub^ c 3 to C 8 cye,oa, k yI, aryl, substituted aryl, heteroCyclic ^ 
substituted heterocyclic ring, NO*, CN, and COzR 10 ; 

R'° is C, to C 3 allcyl or substituted C, to C 3 alkyl; 

or CR«R 9 comprise a six membered ring having the structure: 



* ^-O CH 3 



Q CH 3 



4 
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or apha_eal Iy acceptaWe saIt> metaboiifej orprodmg J£ 

2(Qriginal). The method according to Claim ^wherein: 
R and R 2 are joined to form a -CH 2 (CH 2 )„CH 2 - ring; 
n is 3; 

R 3 andR 4 areH; 

R S is the substituted benzene ring having the structure: 

X 




n Ci c - to °* n °* c "° c > 5 membwcd 

l^yoic nng Mmpnsulg ! ,„ 3 heteroat<>mS) md (o & 



3(OrigmaI). The method according to Claim I, wherein- 
R and R 2 are joined to form the -CH.CCHACJfe- ring- 

Tl io 1' " 



nis 3. 
R^and R 4 arcH; 



5 
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R 5 is the five membered ring having ft e structure: 



UisO,S,orNR 6 ; 



LUK » CSR • c t to C 3 alkyl, and C, to C 3 alkoxy; 

* B is C, to C 3 aminoalkyl or substituted C, to Q aminoalkyl, wherein said 
ammoalkyl is NH(aIJcyI) or N(alkyl) 2 ; 

V is selected from the group consisting of H, halogen, and C, to Q alky] 
wherein said halogen is F. 

^Original). The method according to Claim 1 , wherein: 
R 1 and R 2 are joined to form a -CH 2 (CH 2 ) n CH 2 - ring; 
nis3; 

R 3 and R 4 are H; 

R S is the six membered ring having the structure: 




X' is N or CX 2 ; 

X* is halogen, CN, CONH 2> CSNH,, COR 8 , CSR B , or NO* 
R B is C, to C 3 aminoalkyl or substituted C, to C 3 ammoalkyl. wherein said 
ammoalkyl «s NH(alkyl) or N(alkyl) 2 . 

5(Original). The method according to claim 1, wherein: 
R 1 and R 2 are alkyl or substituted alkyl; 
R 3 is H. 



6 



PAGE 7126 » RCVD AT 4/18/2006 2:00:16 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-5/1 5 ■ DNIS:2738300 * CSID: 2155405818 * DURATION (mm-ss):05-58 



04/1872006 "14:02 2155405818 



HOWSON AND HOWSON 



PAGE 



AHPWA22AUSA 

6(Original). The method according to claim 1, wherein: 

^ch rcH "? mCd t0 form arifls selected *» *- *-P — of 

CH 2 ^H 2)n CH 2 - 5 -CH 2 CH 2 C(CH 3)2 CH 2 CH 2 -, <>(CH 2 ) m CH 2 -, -0(CH 2)p O- 
-CH 2 CH 2 OCH 2 CH 2 -, ^CH 2 CH 2 N(H)CH 2 CH 2 -, and ^ft^ 
R is H. 

7(Original). The method according to claim 1, wh^uv 
R is H; 

Q 1 isSorNR 7 . 

8(Qri8M). The method according to claim 1. wherein the compound is 
delivered orally. 

S^evioudy Freseoted). raethod ^ 

corapoond of ferula I is selected torn ft. gro»p consisting of 5-<S- 

tfuoxospiroreyelohexMe-W-OHlindolJ-S'.yDbenzooittile, 4-1 '.T-DiKydro^ 

^°«^[cyctoh«^u^H^^ 4. Meaiyl 2 . 

^ydro-l-^^ 

('^^^oxos^tcyeto^ 

Z^nt ^^ 1 ^-^ ta ^>.3-[3H] i ndo I] -2( I H). 
ttoone, ^l^yd^Z-Woxo^iroteyclopeo^e-!^^^^-^ 



7 
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fluo^beuzonitTile, 
fluorophenyOspiro^yclohexaw.e-l.S-pHlmdoll^lIO-tlnone 5-(3 5, 

D * u ™pwospi^^^ 

*»«^**^^ 
^"^^ 

^oPWtfspii^cycto^^ 

Chloroph e nyI) S piro[cycIohex a ne-J > 3"-[3HJmdoIj-2''(l"H).thion e 
2 (I H)-th,one, ^-Hydioxyphcny^^ 

5-(4-FIuo ro .3 

5 -^- D *y*°-2-thiox^^^^^ 

FluorophenyOspiroCcyclohexane-I^^HJmdolj^^r^e oxime, 5'-(2- 



8 
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Fluo^henyOsp^rcyclohexane-l^^pHJindolJ^Xri^onc oxime 5V4- 
FluorophenyOspirotcycIohcxane-l^^tSHJmdolJ^Yr^eoxime^ 

5 -Ca-methoxyphenyOspirorcyclohex^-U'-rSHlindolJ.S'Cl 'H)-one oxime, 
^-mtrophenyOspirotcyclohexane-l^'-rSHJindolJ-axi'^-onc oxime 

3-(r,2'-D lh ydn>-2^(h y drox^^^^ 

n.ethyi-2-thiophenecarbonitriIe, S^^Ccj^dohBTOl^^p^indo^ 
(hydroxy^mo)^^^ 

(hy<Iroxy ) mmo).5^yl).lH-py I role.^methy^2.carbo n it^ile 
yObenzenecarboximida^ 

(sp^rcycJohexane-l^'-fSHjindoll^^hydroxyimmoVS'-yl-^ 
(hydroxyimi^-S'-yO^-thiophenecarboxidamide, 5^(3- 

^"^Mcye^^ 
methyl^op^ 
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[3H],„dol).5 -y>>fti^Bc-2-crt< mWI c,„ raphamaceatically bfesalt 
tautomer, metabolite, or prodrug thereof. 

2 -yltdeoeoyat^da, or . poamtaoe^aHy acceptable 8al «, metabo]ite 
prodrug thereof, 

IKOrigtad). Ame^of^aeneend.orbtauosmeompri.mgtheetepof 
dehvcnog ,o a manual ta neea Aere<rf . a ^ 

fonn^a D or a tattoo ftereof, and apoyriob^c^w. carrier , whercta 
tommla II i$; 




n 

wherein: 

R" is selected from the group consisting ofH, acyl, substituted acyl, a royI 
substituted aroyl, sulfonyl, and substituted sulfonyl; 
R 5 is(i),(ii),or(iii) : 

(i) a substituted benzene ring having the structure: 

X 

3' 




10 
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wherein: 

X is selected from the group consisting of halogen, CN, CONH 2 CSNH, 
ODNM* CSNHalkyl, (ffl^ C SN CNHNHOH, 
*koxy, C, to C 3 alkyl, NO, C, to C 3 perfIuoroalk y l, 5 rubbered heterocyclic iing 
comprising 1 to 3 neteroatoms, and C, to C 3 thioalkyl; 

Y is selected from the group consisting of H, halogen, CN, N0 2 , C, to C 3 
alkoxy, C to C< alkyl, and C, to C 3 thioalkyl; 

(ii) a five membered ring having the structure: 

wherein: 

Uis O, S,orNR 6 ; 

R 6 is H, C, to C 3 alkyl, or Cj to G, COjalkyl; 

, vrav „ ft *' 18 SeleCted ftom the ^"P insisting of halogen, CN, N0 2 , CONH 2 , 
CNHNHOH CNH.NOH, CSNH 2 , CONHalkyl, CSNHalky,, CONCalkyl),, CSNfalkyl), 
Ci to C 3 alkyl, and Ci to C 3 alkoxy; 

V is selected from the group consisting of H, F, and C, to C 4 alkyl; or 
(m) a six membered ring having the structure: 




wherein: 

X 1 isNorCX 2 ; 



r™, ,^ X ' ^ haIOgen ' ^ CONHz * CSNH2 ' CON HalkyI, CSNHalkyl, 
CON(aIkyl) 2 , CSNCalkyl) 2 or NO a ; 

or apharmaceutically acceptable sa It , tautomer, metabolite, or prodrug thereof. 



31 
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12(Qriginal). The metjtod according to claim is said five 

membered ring and U is O or si. 

l3(Original). A method of treating acne and/or hirsutism comprising the step of 
dehvenng to a mamma, in need! thereof a composition comprising a compound of 
formula HI, or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula HI is: 



wherein: 




R 5 is (i), (ii), or (iii); 

(i) a substituted benzfenc ring having the structure: 

X 




wherein: 

X is selected from the group consisting of halogen, CN, CONH, 
CSNH,, CONHafcyl, CSNHaflcylj CONCalkyl),, CSNfalkyI),. CNHNOH, C] to C 3 
alkoxy, C, to C, alky,, NO, C, to C 3 perfluoroalky,, 5 membered hcterocycbc ring 
compnsrag , to 3 heteroatoms, and C, to C 3 thioalkyl; 

Yis selected from the group consisting of H, halogen, CN, N0 2 , C, to 
C 3 alkoxy, C, to C 4 alkyl, and C, to Q thioalkyl; 

(ii) a five membered rinig having the structure: 



12 
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wherein: 

UisO.S, orNR 6 ; 

R 6 is H, C, to C 3 alkyl, or Ci to C 4 C0 2 alkyl; 

X' is selected from the group consisting of halogen, CN, N0 2 , CONH, 
CSNH 2 , CONHaKyl, CSNHalkyI, CON(alkyl), C SN(alkyl), C] to C 3 alky., and C, to C 3 



Y' is selected from the group consisting of H, F and C, to C 4 alkyl; or 
a six membered ring having the structure: 




wherein: 

X 1 is N or CX 2 ; 

X 2 is halogen, CN, CONH 2 , CSNH 2 , CONHalkyl, CSNHalkyl 
CON(alkyl) 2 , CSN(alkyl) 2 or NC^; 

or aphartnaceuticaUy acceptable salt, tautomcr, metabolite, or prodrug thereof. 

l4(Qriginal). The method according to claim 13, wherein R 5 is the five 
membered ring (ii) and U is O or S. 

ISCOriginal). A method of treating acne aud/or hirsutism comprising the step of 
dehvenng to a mammal in need thereof a composition comprising a compound of 
formula IV, or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula IV is: 



13 



PAGE 14/26 » RCVD AT 4/18/2006 2:00:16 PM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-5/15 ■ DNIS:2738300 " CSID:21 5M05818 » DURATION (mnvss):05-58 



04/13/2006 ' 14:02 2155405818 HOWSON AND HOWSON PAGE 15/26 



AHPWA22AUSA 




,R 8 
IV 

wherein: 

R is selected from the group consisting of H, C0 2 R'°, acyl, substituted acyl 
aroyl, substituted aroyl, alkyl, substituted alkyl, and CN; 
R !0 isCi to C 3 alkyl; 
R 5 is(i),(u),or(iii): 

(i) a substituted benzene ring having the structure: 

X 




wherein: 

X is selected from the group consisting of halogen, CN, CONH 2 
CSNH 2 , CONHalkyl, CSNHalkyl, CON(alkyl) 2 , CSN(alkyl) 2> CNHNOH, C, to C 3 
^oxy, C, to C 3 alkyl, N0 2 , C, to C 3 perfluoroalkyl, 5 membered heterocyclic ring 
comprising 1 to 3 heteroatoms, and C, to C 3 thioalkyl; 

Y is selected from the group consisting of H, halogen, CN, NOs, C, to 
C 3 alkoxy, C, to C 4 alkyl, and Q to C 3 thioalkyl; 

(ii) a five membered ring having the structure: 



X! 



wherein: 

U is O, S, or NR°; 

R 6 is H, C, to C 3 alkyl, or Ci to C 4 C0 2 alkyl; 



14 
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X' is selected from the group consisting of halogen, CN, N0 2 , CONH 2 
CSNH 2 , CONHalkyl, CSNHallcy,, CON(alkyl) 2 , CSN^ky!),, Cl to C 3 alky,, and C, to C 3 
alkoxy; J 

Y' is selected from the group consisting of H, F and C, to C 4 alky!; 
(iii) a six membered ring having the structure: 




wherein: 

X 1 is N or CX 2 ; 

X 2 is halogen, CN, CONH 2 , CSNHj, CONHalkyl, CSNHalkyl 
CONCalkyl^, CSN(aIkyl) 2 or NO*; 

or a pharmaceutical^ acceptable salt, tautomer, metabolite, or prodrug thereof. 

1 o(Original). The method accordlng t0 cIaim , ^ r5 ^ ^ ^ 

membered ring (ii) and U is O or S. 



1 7(Ongmal). A method of treating acne and hirsutism comprising the step of 
dehvering to a mammal in need thereof a composition comprising a compound of 
formula V, or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula V is: 




R 5 is (i), (ii), or (iii): 

(i) a substituted benzene ring having the structure: 



15 
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wherein: 

X is selected from the group consisting of halogen, CN, CONH 2 
CSNH 2 , CONHalkyl, CSNHalkyl, CON(alkyI) 2 , CSN (a lkyl) 2 . CNHNOH, Cj to C 3 
alkoxy, C, to C 3 alkyl, N0 2 , C, to C 3 pcrfluoroalkyl, 5 membered heterocyclic ring 
comprising I to 3 heteroatoms, and C, to C 3 thioatkyl; 

Y is selected from the group consisting of H, halogen, CN, N0 2 , C, to 
C 3 alkoxy, C, to C 4 alkyl, and C, to C 3 thioalkyl; 

(ii) a five membered ring having the structure- 

wherein: 

Uis O, S >0 rNR 6 ; 

R d is H, Ci to C 3 alkyl, or C, to C 4 C0 2 alkyl; 

X' is selected from the group consisting of h alogen, CN, N0 2 , CONH 2 
CSNH 2 , CONHalkyl, CSNHalky!, CON(alkyl) 2 , CSN(alkyI) 2 . C, to C 3 alkyl, and C, to C 3 
alkoxy; 

Y' is selected from the group consisting of H, F, and C, to C A alkyl; 
(iii) a six membered ring having the structure: 

X 1 



N 




wherein: 

P 1 



X' isNorCX 2 ; 



16 
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X 2 is halogen, CN, CONH 2 , CSNH 2 , CONHalkyl, CSNHalkyl, 
CON(alkyl) 2 , CSN(alkyl) 2 orN0 2 ; 

or apharmaceutically acceptable salt, tautomer, metabolite, or prodrug thereof. 
18-19(Canceled). 

20(Previously Presented). The method according to claim 22, wherein: 
R and R* are alkyl or substituted alkyl; 
R 3 is H. 



21 (Previously Presented). The method according to claim 22, wherein: 
R 1 and R 2 are joined to form a ring selected from the group consisting of 
-CIMCH^CH.-, -CH 2 CH 2 C(CH 3 ) 2 CH 2 CH 2 -, -0(CH 2 ) m CH 2 -, -O(CH 2)p 0-, 
-CH 2 CH 2 OCH 2 CH 2 -, -CH 2 CH 2 N(H)CH 2 CH 2 -, and -CH 2 CH 2 N(alkyl)CH 2 CH 2S 
R 3 is H. 

22(Previously Presented). The method according to claim 22, wherein- 
R 3 is H; 

Q'isSorNR 7 . 



23(Previously Presented). A method of conditioning the skin comprising the 
step of delivering to a mammal in need thereof a composition comprising: 
(i) a skin conditioning component; and 
(u) a compound of formula I, or a tautomer thereof: 




Q 1 



R 3 
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wherein: 

R l and R 2 are selected from the group consisting of H, alkyl, substituted alkyl, 
OH, O(alkyl), 0(substituted alkyl), 0(Acetyl), aryl, substituted aryl, heterocyclic ring, 
substituted heterocyclic ring, alkylaryl, substituted alkylaryl, alkylheteroaryl, substituted 
alkylheteroaryl, 1-propynyl, substituted 1-propynyl, 3-propynyl, and substituted 3- 
propynyl; 

or R 1 and R 2 are joined to form a ring selected from the group consisting of 
-Cn 2 (CH 2 \CR 7 -, -CH 2 CH 2 C(CH 3 ) 2 CH 2 CH 2 -, -0(CH 2 )„CH 2 -, -0(CH 2 ) p O-, 
~CH 2 CH 2 OCH 2 CH 2 -, -CH 2 CH 2 N(H)CH 2 CH 2 -, and -CH 2 CH 2 N(alkyl)CH 2 CH 2S 

m is an integer from 1 to 4; 

n is an integer from 1 to 5; 

p is an integer from 1 to 4; 

or R' and R 2 form a double bond to C(CH 3 ) 2 , C(cycloalkyl), O, or C(cyclocther); 

R 3 is selected from the group consisting of H, OH, NH 2 , C, to Q, alky], 
substituted C, to C 6 alkyl, C 3 to C 6 alkenyl, substituted Q to Ce alkenyl, alkyn'yl, 
substituted alkynyl, and COR A ; 

R*is selected from the group consisting of H. C, to C 3 alkyl, substituted C, to C 3 
alkyl, C, to C 3 alkoxy. substituted C, to C 3 alkoxy, C, to C 3 aminoalkyl, and substituted 
Cj to C 3 aminoalkyl; 

R 4 is selected from the group consisting of H, halogen, CN, NH 2 , C, to C 6 alkyl, 
substituted C, to Q alkyl, C, to C 6 alkoxy, substituted C, to C e alkoxy, C, to Q 
aminoalkyl, and substimted C, to C 6 aminoalkyl; 

R s is selected from the group consisting of a), b) and c): 

a) a substituted benzene ring having the structure: 



Y 



X is selected from the group consisting of halogen, OH, CN, Q to C 3 
alkyl, substituted C, to C 3 alkyl, C, to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to C 3 
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thioalkyl, substituted C, to C 3 thioalkyl, S(0)alkyl, S(C-) 2 alkyl, C, to C 3 antinoalkyl, 
substituted Ci to C 3 aminoalkyl, N0 2 , Cj to C 3 perfluoroalkyl, substituted C ( to C 3 
perfluoroalkyl, 5 or 6 membered heterocyclic ring comprising 1 to 3 heteroatoms, 
CONH 2 , CSNH 2 , CNHNHOH, CNHjNOH, CNHNOH, COR B , CSR B , OCOR B , and 
NR c COR B ; 

R B is selected from the group consisting of H, C, to C 3 alkyl, substituted 
C, to C 3 alkyl, aryl, substituted aryl, C x to C 3 alkoxy, substituted d to C 3 alkoxy, Ci to 
C 3 aminoalkyl, and substituted Q to C 3 aminoalkyl; 

R c is H, Ct to C 3 alkyl, or substituted Cj to C 3 alkyl; 

Y and Z are independently selected from the group consisting of H, 
halogen, CN, N0 2 , Ci to C 3 alkoxy, substituted C, to C 3 alkoxy, Ci to C 4 alkyl, 
substituted Ci to C 4 alky], Ci to C 3 thioalkyl, and substituted Ct to C 3 thioalkyl; 

b) a five or six membered heterocyclic ring comprising 1 , 2, or 3 heteroatoms 
selected from the group consisting of O, S, SO, S0 2 and NR 6 and having one or two 
independent substituents from the group consisting of H, halogen, CN, N0 2 , Q to C 4 
alkyl, substituted C, to C 4 alkyl, C t to C 3 alkoxy, substituted Ci to C 3 alkoxy, Ci to C 3 
aminoalkyl, substituted Ci to C 3 aminoalkyl, COR D , CSR D , and NR E COR D ; 

R D is H, NH 2 , C, to C 3 alkyl, substimted C, to C 3 alkyl, aryl, substituted 
aryl, Cj to C 3 alkoxy, substituted d to C 3 alkoxy, C, to C 3 aminoalkyl, or substimted Ci 
to C 3 aminoalkyl; 

R F ' is H, Ci to C 3 alkyl, or substimted Ci to C 3 alkyl; 

R a is H, Q to C 3 alkyl, substimted Ci to C 3 alkyl, or Cj to C 4 C02alkyl; or 

c) an indol-4-yl, indol-7-yl or benzo-2-tbiophene moiety, wherein said 
moiety is optionally substimted by from 1 to 3 substituents selected from the group 
consisting of halogen, alkyl, substituted alkyl, CN, N0 2 , alkoxy, substituted alkoxy, and 
CF 3 ; 

Q'isS,NR 7 ,orCR 8 R 9 ; 

R 7 is selected from the group consisting of CN, Ct to C 6 alkyl, substituted Ci to 
C 6 alkyl, C 3 to C 8 cycloalkyl, substituted C 3 to C 8 cycloalkyl, aryl, substituted aryl, 

19 
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heterocyclic ring, substituted heterocyclic ring, acyl, substituted acyl, aroyl, substituted 
aroyl, S0 2 CF 3 , OR 11 , and NR ,l R ,a ; 

R 8 and R* are independent substituents selected from the group consisting of H, 
Ci to C 6 alkyl, substituted C t to C 6 alkyl, C 3 to C 8 cycloalkyl, substituted C 3 to C s 
cycloalkyl, aryl, substituted aryl, heterocyclic ring, substituted heterocyclic ring, N0 2 , 
CN,and CO 2 R T0 ; 

R 10 is Ct to C 3 alkyl or substituted Ci to C 3 alkyl; 

or CR 8 R 9 comprise a six membered ring having the structure: 




R and R are independently selected from die group consisting of H, alkyl, 
substituted alkyl, aryl, substituted aryl, heterocyclic ring, substituted heterocyclic ring, 
acyl, substituted acyl, aroyl, substituted aroyl, sulfonyl, and substituted sulfonyl; 
or a pharmaceutically acceptable salt, tautomer, metabolite, or prodrug thereof. 

24(Previously Presented). The method according to claim 23 wherein said 
compound of formula I is selected from the group consisting of 5*-(3- 
ChIorophenyl)spiro[:cyclohexai]ie"l,3'-[3H]indol]-2'(l , H)-tbione, 3-(l\2'-Dihydro-2'- 
thioxospiro[cyctohexane-l,3H3H]m^ 

thioxospiro[cyclohexane-l,3'-[3H]indol]-5'-yl)-2-tm<]phenecarbonitrile, 3-(l,2-Dihydro- 

2-thioxospiro[cycIohexane-l ,3-[3HJindol>5-yl>5-fluorobenzonitrile, 4-MethyI-5-(l t 2- 

dihydro-2-tbioxospiro[cyclohexane-l,3-^ 

Dihydro-2MJiioxcspiro[cyclopentane-l,3-[3H]^^ 

( 1 ,2-Dmydro-2-tmoxo$piro [cyclohexane- 1 ^ 

pyrrole-2-carbonitrue,5<l,2-Dihydro-2-mioxo 

H-pyrrole-2-catbonitrile, 5-(2'-thioxospiro[cycIohexane-l ^'-[SHjindolJ-S'-yl)-! -methyl- 
pyrrole-2-carbonitrile, 5-(l ,2-Dihydro-2-thioxospiro[cyclopentane-l ,3-[3H]indol]-5-yl)- 
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3thiophenecarbonitrUe, 5-(l,2-Dihydro-thioxospiro[cyclopentane-l y 3-[3H]indol]-5-yI)- 
2thiophenecarbonitrile 5 5^3-Fluoro-4-methoxyphenyi)spiro[cyclohexatie-13.[3H]itidol]- 
2(IH)-thicme, 5-(2-Amino-5-pyrimid^ 
thione, 3-(l,2-Dihydro-2-thioxospirofc^ 
fluorobenzonitrile, 5<3-cMorophenyl)-3;3^methyM^ 

Benzyl-5-(3-chIorophcmy^ 4-(3 ? 3-dimethyl-2- 
thioxo-2>dihydro-lH-^^ 5-(3-methoxyphenyl)-3,3-dimethyl-l,3- 
dihydro-2H-indole-2-thione ? 3^1>Dihydro-2-tWoxospiro[cyclohexane^l3-[3H]indol]- 
5-ylH-fluorobenzonitrile, 5-(1. 9 2-Dihydro-2-tMoxosp.i]ro[cyclohexan^ 
yl)-3-pyridinecarbonitrile, 5-(3,4-Difluorophenyl)spiro[cyclohcxane-l ? 3»[3H]indol]- 
2(lH)-thione f 5<5-CMoro-2-thi^yl)spiro[c^ 5- 
(1 ^-Dihydro^-thioxospirotcyclohexane-l ,3-[3H]indol]-5-yI)^-fiirancarbomtrilc, 5-(3- 
Chloro-4-fluoi^h<^^ 5-(3-Chloro-5- 
fluorophenyl)spiro[c^ 5-(3,5- 
Difluorophenyl)spiro[cycto^^ 5-(J.,2-Dihydro-2- 
thioxospiro[cyclohexane-l ^-tSHlindolj-S-yl^propyl^-thiophenecarbonitrile, 5-(3- 
Fluoro-4-mtrophenyO 4-(l,2-Ditiydro-2- 
thioxospiro[cyclohcxane- 1 ^-pHJindon^-yl^-furaiicarbonitrile, 5"-(3- 
ChlorophenyI)spiro[cyclobutane-l ,3'43H]indol]-2"(l "H)-tbione, 5*'-(2- 
CMorophenyl)spiro[cy^^ 5"-(4- 
Chlorophenyl)spiro[cyclote^ 
5^^2 , '-Dihydro-2^thioxo^ 

thiophenecarbonitrile, 5<^2"-DUiydro-2Mhioxospt^ 

yl)-2-thiophenecarbonitrilc, 5"- (3-FluorophOTyl)spiro[cyclohexane- 1 ,3 [3H]indol]- 
2 n (l"H)-thione, 5~(3-Hydroxyphenyi)^^ 5- 
(3-chlorophenyl)-3,3-diethyH ,3-dihydro-2H-indole-2-thione, 5-(4-Fluoro-3- 
(trifluorotnethyljph^^^^ 
4-(l,2-Dihydro-2-tMoxo$piro[cycloh^ 



21 



PAGE 22/26 ' RCVDAT 4/18/2006 2:00:16 PM [Eastern Daylight Time] ■ SVR:USPTO-EFXRF-5/15 1 DNIS:2738300 * CSID:2155405818* DURATION (mm-ss):05-58 



04/1872086 1 14:02 2155405818 



HOWSON AND HOWSON 



PAGE 23/26 



AHPWA22AUSA 

5-( 1 ^-Dthydro-2-thioxo^ 

thiophenecajbonitrile, 5-(3-Fiuoro-5-methox>phe^^ 
2(lH)-thione, 5-(3-ChIorophenyl>N4iy^ 

N-(Acetyloxy)-5 '-(a-chloropheDy^spirotcyclohexane-l ,3^[3H]mdol]-2"amine, 5 '-(3- 
HuorophenyOspirotcyclohexane-l^^tSHlindoIJ^Xl'HJ-one oxime, 5^(2- 
Fluorophenyl)spiro[cycloh^^ oxime, 5'^(4- 

Fluorophenyl)spiro[cyclohexane- 1 ,3 ^[3H]indol]-2'(l 'H)-one oxime, 
5 '-(S^difluoropheny^spirofcyclohexane-l ,3 s -[3H]indol]-2 '( 1 *H)-one oxime, 
5 7 -(3-methoxypheny])spiro[cyclohexane-U3'-[3H]m^ oxime, 
S'-p-mtrophenyOsp^ *H)-one oxime, 

5X3-cyanophenyl)sptro[cyclohe^ oxime, 

3- ( 1 7 J. 9 -Dihydro-2 ' -(hydroxyimino)spiro[cyclohexane- 1 ,3 '- [3H]indo]]-5 * -yl)-5- 
fluorobenzonitrile, 5-(Spiro[cyelohexane-l,343H]indo^ 
methyl-2-thiophenecarbonitrile, 5-(Spiro[cycIohexane-l ,3 '-[3H]iridoI]-2*- 
(hydroxyimino)-5 '-yl^thiophenecaibonitri Je, 4-(Spiro[cyclohexane-l ,3 9 -[3H]indol]-2 > - 
(hydroxyimino)-5 '-y])-2-thiophenecarbonitri]e, 5-(Spiro[cyclohexane-l ,343H]mdol]-2 
(hydroxy^no)-5'-yl)-lH-py^ 

5-(spiTo[cyclohexaae^l ,3'^ 

4- (Spiro[c^lohexane-l 9 3'-[3H]indol]-2Xacetoxyimino>5^y 
3-Fluoro-N*-hydroxy-5-(2'-(h^^ 

yl)benzenecarboximidamide, N'-Hydroxy-S-Cspirofcyclohexane-l^'-fSHlindol]-^- 
(hydroxyiminoJ-S'-y^^-methyl^-thiophenecarboximid^de, N'-Hydroxy-4- 
(spiro[cyclohexane-l^ 

thiophenecarboximidainide, N'-Hydroxy-S^spirofcyclohexane-l ,3 ^[SHlindol]^*- 
(hydroxyimino)-5^yl)^^ 

5 '-(S-ChJoiophenyOspirotcyclobexane-l^ '-[SHlindoy^'-ylidenecyanamide, 

5'<3-Cyano-5-fluorophenyl)spiio[cycIohexane-l 5 3^ 

(5<:yano-lH-pyrrol-2-yl)$p^ 

Cyrao-thiophen-2-^^^ 

22 
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Cyano-3-metoyl-thiop^^ 

5 -(5-C>^no-thiophen-3-yl)spiTo[cyclohexane-l ,3 '-[3H]indol]-2 1 -ylidenecyanamide, 3- 

(2'<]yanoraethylene-$piro[cyclohex^ 5~ 

^'-Cyanomethylene-spiro^ 

5-(2'-Cyanoraethylene-spiro^ 

carbonitrile, 5-(2'-Cyanomethylene-spiro[cycto^ 

2-carbonitriIe, 5»(2 , -Cyanomethylene-sptto[cyclohexane-l ,3 '-[SHJindolJ-S'-yl)^- 
methyl-thiophene-2-carbonitrile, and 4-(2'-Cyanomethylene-spiro[cyclohexane-1 ,3'- 
[3H]iiidolj-5 > -yI)-thiophcne-2-carbonitrile > or a pharmaceutical^ acceptable salt, 
tautomer, metabolite, or prodrug thereof. 

25(Original). The method according to claim 23, wherein said compound is 5*- 
(5-Cyano-l -methyl- 1 H-pyirol-2-yl)spiro[cyclohexane- 1 ,3 '-[3H]indol]-2 *- 
ylidenecyanamide, or a pharmaceuttcally acceptable salt, tautomer, metabolite, or 
prodrug thereof, 

26(New). The method according to claim 1 , wherein said prodrug is an ester 
or carbamate. 

27(New). The method according to claim 23, wherein said prodrug is an ester 
or carbamate. 
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